Background: Community-onset pneumonia (COP) is a combined concept of community acquired pneumonia and the previous classification of healthcare-associated pneumonia. Although ceftriaxone (CRO) is one of the treatment choices for COP, it is unclear whether 1 or 2 g CRO daily has better efficacy. We compared the effectiveness of 1 g with 2 g of CRO for COP treatment. We hypothesized that 1 g CRO would show non-inferiority over 2 g CRO. Methods: This study was an analysis of prospectively registered data of the patients with COP from four Japanese hospitals (the Adult Pneumonia Study Group-Japan: APSG-J). We included subjects who were initially treated solely with 1 or 2 g of CRO. The propensity score was estimated from the 33 pre-treatment variables, including age, sex, weight, pre-existing comorbidities, prescribed drugs, risk factors for aspiration pneumonia, vital signs, laboratory data, and a finding from chest xrays. The primary endpoint was the cure rate, for which a non-inferiority analysis was performed with a margin of 0.05. In addition, we performed three sensitivity analyses; using data limited to the group in which CRO solely was used until the completion of treatment, using data limited to inpatient cases, and performing a generalized linear mixed-effect logistic regression analysis to assess the primary outcome after adjusting for random hospital effects. Results: Of the 3817 adult subjects with pneumonia who were registered in the APSG-J study, 290 and 216 were initially treated solely with 1 or 2 g of CRO, respectively. Propensity score matching was used to extract 175 subjects in each group. The cure rate was 94.6 and 93.1% in the 1 and 2 g CRO groups, respectively (risk difference 1.5%; 95% confidence interval − 3.1 to 6.0; p = 0.009 for non-inferiority). The results of the sensitivity analyses were consistent with the primary result. Conclusions: The propensity score-matched analysis of multicenter cohort data from Japan revealed that the cure rate for COP patients treated with 1 g daily CRO was non-inferior to that of patients treated with 2 g daily CRO.
Background
Community-acquired pneumonia (CAP) is one of the most common infectious diseases and leads to morbidity and mortality worldwide [1, 2] . The Infectious Diseases Society of America (IDSA) guidelines recommend that either respiratory quinolone or betalactam plus azithromycin to be used as a first line therapy for CAP; Ceftriaxone (CRO) is one of the recommended regimens among beta-lactam antibiotics [2, 3] .
The Sanford Guide for Antimicrobial Therapy recommends that the dose of CRO should be 1-2 g daily to treat pneumonia [4] . However, it is unclear whether 1 or 2 g of CRO daily is better. To date there have been a few studies comparing the effectiveness of 1 and 2 g CRO for CAP. In one study CRO was used for pneumonia in addition to other community acquired infections such as urinary tract infections or cellulitis [5] .
Another study compared 1 g daily CRO not only with 2 g daily CRO but also with other agents [6] ; with such designs it is not possible to determine the optimal dose of CRO for pneumonia. Previous studies have shown that CRO can cause gallstone formation and a study suggests that more than 2 g or 40 mg/kg daily of CRO is one of the risk factors of gallstone formation (odds ratio: 11.9, 95% confidence interval [CI]: 2.6-54.2) [7, 8] . In addition, optimization of antimicrobial dosing is an essential part of antimicrobial stewardship [9] . Conversely, we need to be very cautious about the effectiveness of antibiotics for the treatment of pneumonia, as the proportion of elderly people in populations is increasing dramatically worldwide, and old age is thought to be an independent risk factor for mortality associated with CAP [10, 11] .
Community-onset pneumonia (COP) is a combined concept of CAP and the previous classification of healthcare-associated pneumonia (HCAP). The concept of HCAP was removed in the hospital acquired pneumonia (HAP) / ventilator-associated pneumonia (VAP) guidelines in 2016, as the patients with HCAP frequently present from the community and are initially cared in emergency departments [12] .
The aim of our study was to compare the effectiveness of 1 and 2 g daily CRO as treatment for COP, using data from a Japanese multicenter registry. We hypothesized that 1 g CRO would show non-inferiority over 2 g CRO for treatment of patients with COP.
Methods

Setting and study population
This propensity score-matching study was a sub-study of the Adult Pneumonia Study Group-Japan (APSG-J) study; this study aimed to compare the effectiveness of 1 g CRO treatment to 2 g of COP treatment for adult patients. The APSG-J study was initiated after obtaining approval by the Institutional Review Boards (IRBs) of all five study hospitals. Written consents from participants were waived by all IRBs because of the study's observational nature, without any deviation from the current medical practice. The study was conducted on all of the four main islands of Japan from September 2011 through August 2014.
The APSG-J study collected data from adult patients with pneumonia prospectively to elucidate trends in COP and its etiologies in the aging society [13] . Eligible patients were enrolled in the APSG-J study if they fulfilled all of the following criteria: patients 1) ≥ 15 years; 2) exhibited symptoms compatible with pneumonia (e.g., fever, cough, sputum, pleuritic chest pain, or dyspnea); and 3) displayed new pulmonary infiltrates on chest Xray images (CXR) or computed tomography scans that were consistent with pneumonia. Patients were enrolled from both inpatient and outpatient services. In our study, subjects who were initially treated solely with 1 or 2 g daily CRO were enrolled.
Assessment of outcomes
The primary outcome was the cure rate, which was defined based on the state on discharge in the patient's record; this was assessed using the frequency of cured patients in each group. The states in the record included cure, stable condition, exacerbation, death, hospital transfer, and others. Secondary outcomes included in-hospital mortality, the duration of antibiotics, and length of hospital stay between the two groups.
Data preparation and sample size estimation
All statistical analyses were performed with the R 3.2.3 software for statistical computing (https://www.r-project. org/); the add-on packages "mice" for multiple imputation and "matching" for propensity score matching were used [14, 15] . These analyses were conducted according to the methods used in a previous propensity-score matching study [16] . The primary analysis of the cure rate was conducted using a non-inferiority analysis with a one-sided alpha level of 0.05. The non-inferiority margin was set at an absolute value of 5.0%, based on the Food and Drug Administration non-inferiority clinical trial guidance to determine the margin for pneumonia, and two previous clinical trials [5, 6, 17] . We chose the Farrington and Manning test because propensity-score matching would only give us the same sample size for the two groups, and the Farrington and Manning test requires that the same sample size be enrolled in the two groups. The sample size for the primary outcome was calculated based on the previous randomized control trials, which suggested that the cure rate in the 1 and 2 g CRO groups would be 92 and 87%, respectively [5, 6] . We calculated that a sample of 161 patients per group would give the study 90% power to detect non-inferiority for 1 g CRO treatment.
Apart from the primary outcome of the main analysis, we also used a two-sided alpha level of 0.05, and differences were considered significant if p-values were ≤ 0.05. The survival of patients was shown using a Kaplan-Meier survival curve, and adjusted hazard ratios (aHRs) were calculated using multivariable Cox proportional hazards regression analyses. As there were several missing values observed (Additional file 1: Table S1 ), we used multiple imputation by employing chained equations to complement all missing values for each study variable. Thereby we generated 25 datasets with 20 iterations.
Propensity score matching
Logistic regression analyses were used to estimate the propensity scores, which were then utilized to predict the efficacy of the use of 1 g over 2 g of CRO. This prediction incorporated 33 pre-treatment covariates, including age, sex, weight, pre-existing comorbidities, if the medical histories were consistent with CAP or not, prescribed drugs prior to admission (specifically prednisolone, anti-acid drug, and sleeping drug), risk factors for aspiration pneumonia, vital signs (respiratory rate, systolic blood pressure, heart rate, and body temperature), laboratory data (hematocrit and blood urea nitrogen, sodium, glucose, and albumin), and a finding from CXRs (pleural effusion). Propensity score matching was conducted for the selected subjects on a pairwise basis after all propensity scores across the imputed datasets had been averaged and logittransformed. The match caliper was set to 0.2. We used absolute standardized mean differences (ASMDs) for all variables included in the propensity score estimation to assess the match balance; an ASMD of < 0.1 was defined as an appropriate match balance.
Sensitivity analysis
We performed three sensitivity analyses as follows. All the outcomes were reassessed using data limited to the group in which CRO solely was used until the completion of treatment. We evaluated the primary outcome exclusively for inpatient cases, given that the treatment environment (i.e., inpatient vs. outpatient) might influence mortality. Finally, we included a generalized linear mixed-effect logistic regression analysis to assess the primary outcome after adjusting for random hospital effects, since antibiotic selection preferences might differ between the hospitals.
Results
Baseline characteristics of the participants before and after propensity score matching Of the 3817 adult subjects with pneumonia who were registered in the APSG-J study, 290 and 216 were initially treated solely with 1 or 2 g of CRO, respectively. Propensity score matching was employed to finally extract 175 subjects in each group (Fig. 1 , Table 1 , Additional file 2: Figure S1 ).
Primary outcome for patients after propensity score matching
Overall, the cure rate was 94.6% in the 1 g CRO group and 93.1% in the 2 g CRO group (risk difference 1.5%; 95% CI − 6.6 to 3.6; p = 0.009 for non-inferiority; p = 0.572 for superiority) ( Table 2) .
Secondary outcomes for patients after propensity score matching
When considering all of the propensity score-matched subjects, the length of hospital stay in the 1 g CRO group (17 days [95% CI: 14-21 days]) was significantly shorter than that in the 2 g CRO group (26 days [95% CI: 22-30 days]; p < 0.001). Duration of antibiotic treatment in the 1 g CRO group was also significantly shorter (8 days [95% CI: 8 − 9 days]) than that in the 2 g CRO group (10 days [95% CI: 9-10 days]; p = 0.002). The in-hospital mortality rate did not significantly differ between the 1 (4.7% [95% CI: 1.5-8.0%]) and 2 g CRO groups (4.0% [95% CI: 1.1-6.9%]; p = 0.740) ( Table 2 ). Survival analysis of the propensity score-matched subjects revealed a similar survival time in the two groups. Specifically, the aHR for mortality in the 1 g CRO group vs. the 2 g CRO group was 1.58 (95% CI: 0.56-4.43) (p = 0.385) (Fig. 2) .
Results of the sensitivity analyses
For the patients in which treatment was solely CRO for the duration of treatment, we could not ascertain an appropriate match using the same variables for the main analysis; thus, we decreased the number of variables used, limiting the sample size to 94 subjects in each group. The cure rate was 88.9% (95% CI: 82.3-95.4%) in the 1 g CRO group and 91.5% (95% CI: 85.7-97.2%) in the 2 g CRO group (p = 0.549 for superiority). The difference in the length of hospital stay was significantly shorter in the 1 g CRO group (18 days [95% CI: 14 − 22 days]) than that in the 2 g CRO group (26 days [95% CI: 21-32 days]; p = 0.007). The duration of antibiotics treatment and the inhospital mortality rate did not significantly differ between the two groups ( Table 3 ). The analysis using only inpatient cases produced similar results (1 g CRO group: 95.4% [95% CI: 91.8-99.0%] vs. 2 g CRO group: 90.7% [95% CI: 85.8-95.6%]; p = 0.127 for superiority). Finally, the analysis using the random hospital effects as a sensitivity measure also supported the above finding (odds ratio, 0.77 [95% CI: 0.32-1.90], p = 0.576).
Discussion
In this study, the cure rate for COP patients treated with 1 g daily CRO was non-inferior to those treated with 2 g daily CRO. The aim of this study was to show that the smaller antibiotic dose was non-inferior to the higher dose. Although the optimization of antibiotics dose is one of the major aims in the era of antimicrobial stewardship [9] in order to make resistant pathogens less likely to occur, many clinicians and researchers alike may consider the difference between treatment with 1 g and that with 2 g CRO as subtle. To our knowledge, high-quality evidence regarding the difference in efficacy between 1 and 2 g of CRO is lacking. Although a few studies recently evaluated the effectiveness of 1 and 2 g CRO and some other agents for CAP [17, 18] , the numbers of patients enrolled were small, leading to a lack of power [5, 6] . Our study will further enhance the results of the previous clinical trials, given that our study was performed with adequate power.
We were aware that determining the non-inferiority margin should be prudent and cautious, and it is important that the margin is set appropriately based on the findings from previous studies [19, 20] . We set 5% as the non-inferiority margin for the cure rate based on the findings from previous clinical trials [5, 6] . There is a trade-off relationship between the non-inferiority margin and the potential benefits, which in our study included promoting the antimicrobial stewardship and potential fewer side effects (e.g., gallstone formation). We believe that the 5% non-inferiority margin was a reasonable value from a clinical standpoint.
The length of hospital stay and duration of antibiotics were significantly shorter in the 1 g CRO group based on the main analysis, and the sub analysis showed that the length of hospital stay was also significantly shorter in the 1 g CRO group, in which the treatment was completed exclusively using 1 g CRO. As these results were unexpected, we conducted a generalized linear mixedeffect logistic regression model analysis, and confirmed that the length of the hospital stay and duration of antibiotics were not influenced by random hospital effects. These results might be explained by the fact that a lower dose of antibiotics might lead to fewer side effects, because a variety of adverse events related to CRO were reported [21] . We are, however, uncertain whether all of those adverse events, with the exception of gallstones, were dose-dependent [8, 22] . In this study, we did not have information regarding the side effects caused by antibiotic treatment reported in the various hospitals. Another possible explanation for our findings is that patients' socioeconomic status (SES) in the 1 g CRO group could have been higher compared to those in the 2 g CRO group. The higher the SES and the fewer problems encountered by the family in preparing a well-ordered This study was subject to several limitations. First, this study was designed as non-inferiority trial, and the margin was set retrospectively. However, we discussed the appropriateness of the non-inferiority margin carefully. Second, this was an observational study, and the information was not collected regarding the factors related to SES. Third, we were unable to make comparisons between the two groups based on the sputum cultures. Our results may be associated with differences in bacterial etiology, so their interpretation requires some caution. However, we could not include culture results as pre-treatment variables, as these results were obtained after treatment was initiated, i.e., we usually prescribed antibiotics without any significant sputum culture results since approximately 3 days are required to identify pathogens. The frequency of pneumonia related bacteria in the APSG-J study population was previously reported [13] . Fourth, the overall inhospital mortality rate in our study was lower (4.3%) than that of a COP mortality (11.5%) in the APSG-J study [13] . This might reflect the situation, in which our participants might be healthier than typical COP patients.
Our study had several strengths despite these limitations. To our knowledge, this was the first study to consider the body weight of the patient to investigate the optimal dose of CRO. The mechanism in which CRO is distributed throughout the body depends on the patient's body weight, so we would not be able to investigate the effectiveness of CRO without also taking body weight into account. Second, we used prospectively collected multicenter registry data; multiple imputation and propensity score matching were conducted to increase the robustness of the analysis. Additionally, many covariates were analyzed to increase the consistency of the results. We chose a variety of covariates not only based on major criteria such as the CURB-65 or Pneumonia Severity Index [23, 24] , but we also included factors associated with pneumonia mortality [25] [26] [27] . Finally, our study had sufficient power as discussed above, while one of the major criticisms of the previous studies was the insufficient power. 
